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DETAILED ACTION 

This Office Action is in response to tine Amendment filed July 28, 2008. All 
previous rejections have been withdrawn unless stated below. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. This action is made NON-FINAL. 

Claims 

Claim Obiections 

Claims 1 and 4-13 are objected to because of the following informalities: the 
claim recites the term "pirfenidone" after the "5-methyl-1-phenyl-2-(1H)-pyridone". The 
term "pirfenidone" is needlessly duplicative. Appropriate correction is required. 

Claim Rejections - 35 USC S 103 - Obviousness (Previous Rejections) 

1) Claims 3-4 and 9-1 1 were rejected under 35 U.S.C. 103(a) as being 

unpatentable over Scheiwe et al. (US 6,492,395) in view of Iyer et al. (US 
2004/0033257). The rejection is maintained in regards to claims 4 and 9-1 1 and further 
applied to claims 1, 5-8 and 12-13. 

Applicant's Arguments 
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Applicant argues that tlie Sclieiwe does not disclose a liquid comprising 10 to 
25% pirfenidone but discloses a hydrophilic ointment comprising pirfenidone. The 
reference also teaches a formulation preferably containing 3 to 7% pirfenidone in a 
topical gel dosage form. The formulations have a lower maximum concentration, are 
unstable at low temperatures, are not solutions, and crystallization occurs at low 
temperatures. The reference actually teaches away from a composition comprising 
pirfenidone in an amount if 10% with standard excipients. It further teaches pirfenidone 
tends to physically destabilize emulsions and other colloidal systems. Iyer does not 
disclose, teach or suggest a liquid comprising pirfenidone and does not recognize the 
problems associated with making pirfenidone formulation at higher concentrations. The 
disclosed formulations comprise Transcutol P as a mixture with other components of the 
formulation. Further the disclosed compositions are suspension, not solutions and one 
of ordinary skill in the art would not have been motivated to modify the working 
examples of Scheiwe et al. based on the teaching of Iyer. There is no reason to 
combine the two references because the active agents have different structural 
differences. The Examiner's conclusion is legally improper as it has been held that it is 
insufficient to establish prima facie obviousness based on the assertion that a 
modification is within the capabilities of one of ordinary skill in the art without an 
objective reason to make the modification. Further Iyer does not teach Transcutol P is a 
suitable solvent for all poorly soluble drugs. The Examiner is using improper hindsight 
because it is no reason for combining the references. 

This argument is not persuasive 
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Examiner's Response 

The claims recite a liquid composition comprising pirfendione or a 
pharmaceutically acceptable salt and a solvent capable of dissolving pirfenidone in a 
concentration of 10% to about 25% weight. There is no recitation that the compositions 
have to be stable at lower temperatures. Further the claims use the term "capable", 
which means that the solvent is capable of performing the function, it does not mean 
that the composition has to comprise 10% to 25% pirfenidone. Scheiwe discloses a 
solution because the compound is dissolved in a solvent. The reference also shows the 
solvent is capable of dissolving pirfenidone at 10% even though this was not the final 
composition and therefore it meets the limitations of the instant claims. In regards to the 
compositions being supersaturated solutions, the solvent dissolves the pirfenidone and 
meets the limitation of solution. As Applicant has asserted there are issues with stability 
in regards to pirfenidone, which is disclosed in Scheiwe. 

In KSR V. Telefex . 82 USPQ2d 1385, 1397 (U.S. 2007), the Supreme Court has 
held that when there is market pressure to solve a problem and there are a finite 
number of identified, predictable solutions, a person has good reason to pursue known 
options within his or her technical grasp. Under these conditions, "obviousness to try" 
such options is permissible. In this instance, a market pressure exists in the 
medical/pharmaceutical industries to stabilize solutions comprising pirfenidone. 
Accordingly, it would have been obvious to have searched for a stronger solubilizer to 
ensure the pirfenidone stayed in solution. The secondary reference discloses solvents 
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that dissolve a water insoluble compound. These solvents include propylene glycol as 
well as diethylene glycol monoethyl ether (DOME). Considering pirfenidone is slightly 
soluble, it would have been reasonable to conclude that solvents that dissolve an 
insoluble substance would dissolve a slightly soluble substance. Iyer also discloses the 
DGME as a powerful solubilizer and is equivalent to polyethylene glycol (paragraph 
0014), which is a plasticizer in the primary reference and disclosed as an equivalent to 
polypropylene glycol. It is reasonable to conclude that since polypropylene glycol 
dissolves pirfenidone, then DGME will also dissolve pirfenidone. In regards to the 
compositions being capsules, loratadine is dissolved before being encapsulated 
therefore it is in a solution. 

Declaration under 37 CFR 1.132 

The declaration filed July 28, 2008 by Dr. Pyare Seth asserts that the 10 % 
pirfenidone composition of the reference is a supersaturated solution. Solutions were 
made comprising 7% pirfenidone and 10% pirfenidone in 50/50 propylene glycol/water. 
The solutions were then stored in a refrigerator at 5°C for 24 hours. The 7% solution 
remained clear, whereas the 10% solution formed crystals. A solution of 10% 
pirfenidone in diethylene glycol monoethyl ether (DGME, at 75%) was made and stored 
under the same conditions and did not show any crystallization. 



Examiner's response 
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Although the compositions in DOME were more stable, the claims read on a 
solution at any temperature and the DGME is at any concentration, which encompasses 
amounts other than that in the disclosed declaration. There also is no limitation in the 
claims that the compositions have to be stable at temperatures other than room 
temperature. Additionally, Applicant uses more DGME in the compositions of the instant 
claims than propylene glycol in the compositions representing the compositions of the 
prior art. Applicant has not shown how stability is affected at 65% of propylene glycol as 
disclosed in the reference or at 75% as in the example of the instant invention. 
Furthermore the examples of the prior art uses polypropylene glycol, not propylene 
glycol. Therefore it cannot be determined if the compositions yield unexpected results. 
Applicant recites "a solvent capable of dissolving said 5-methyl-1-phenyl-2-(1H)- 
pyridone". The term "capable" indicates that the compositions do not have to have 10 to 
25% pirfenidone, only that the solvent is "capable of dissolving 10 to 25% pirfenidone. 

It is suggested that Applicant distinguishes the compositions from those that use 
DGME as the primary solvent and those that have a miniscule amount of DGME, which 
is used to dissolve the pirfenidone that is not dissolved in water. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LEZAH W. ROBERTS whose telephone number is 
(571)272-1071 . The examiner can normally be reached on 8:30 - 5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick F. Krass can be reached on 571-272-0580. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Lezah W Roberts/ 
Examiner, Art Unit 1612 

/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



